Metastatic cancer to the scrotum is a rare occurrence. We describe the first case of cutaneous scrotal lesions consistent with metastatic pancreatic adenocarcinoma. A brief discussion including epidemiologic factors and clinical presentation is presented.
Introduction
There are a variety of dermatologic conditions that can present as scrotal pathology, and under rare circumstances, solid organs can metastasize to the scrotum. While cutaneous metastases from primary malignancies are not uncommon, metastasis to the scrotum is a seldom seen. In a retrospective study of 4020 patients with metastatic carcinoma [1] the overall incidence of cutaneous metastasis was 10%, of whom only one patient developed metastasis to the scrotum (0.02%).
A recent review of cutaneous scrotal metastases by Hoyt et al. [2] describes the 29 reported cases of solid organ visceral malignancies with metastasis to the scrotum. Of those with a primary malignancy of gastrointestinal origin, none were described from the pancreas. To our knowledge, this may be the first reported case of primary pancreatic adenocarcinoma with cutaneous metastasis to the scrotum.
Case presentation
A 65-year old male with a history of tobacco abuse, (25-pack-years), heavy alcohol (3-4 days/week) use, and remote intravenous drug use presented to the emergency room with a one month history of progressive scrotal pain, swelling, and drainage of fluid from the skin, which was concerning for scrotal cellulitis. He also complained of fatigue, fevers, chills, nausea, decreased oral intake, and weight loss. On physical exam, the patient was afebrile and hemodynamically stable. His scrotum was edematous with areas of induration, erythema, and drainage of tan clear fluid. Additionally, two 1 cm superficial ulcerations were noted on the dorsal surface of the penile mid-shaft and were tender to palpation. No overt purulence, fluctance, or crepitus were identified. There was no palpable inguinal lymphadenopathy.
Workup for the scrotal swelling included CT of the chest, abdomen, and pelvis, which showed no scrotal pathology. This demonstrated an incidental 4.7 x 2.5 cm distal pancreatic body-tail mass, T12 vertebral body lesion, and innumerable pulmonary nodules consistent with metastasis. Metastatic pancreatic adenocarcinoma was confirmed through pathological specimens obtained via transbronchial and ERCP-guided percutaneous fine needle pancreatic biopsies. The patient was treated with intravenous antibiotics for presumed scrotal cellulitis and underwent a negative work-up for sexually transmitted diseases including syphilis, HIV, hepatitis B, gonorrhea, and chlamydia, with the exception of newly diagnosed hepatitis C. He also received a course of acyclovir to treat the remote possibility of herpetic etiology.
Following this, the patient was given a trial of chemotherapy (mFOLFOX6 regimen consisting of oxaliplatin, leucovorin, fluorouracil), which he poorly tolerated. He ultimately elected palliative care under home hospice. Three months after his initial diagnosis of pancreatic cancer, the patient reversed his decision for hospice and presented to our medical center's oncologist seeking a second opinion.
At his initial medical oncology visit, he was directly sent to the emergency room for evaluation of his scrotal wound. During this examination (Figure 1) , the patient's genitourinary region was now with a more purulent exudative discharge. Furthermore, the patient reported symptoms of increasing pain and swelling. Urology was consulted and recommended punch biopsies of the scrotum and groin. Both histopathology and immunochemistry were consistent with pancreatic adenocarcinoma ( Figure 2 ). He was not deemed a candidate for chemotherapy given his extremely poor functional status.
Discussion
This case describes a patient who presented with cutaneous lesions on his scrotum and was incidentally found to have metastatic pancreatic cancer. Of the 29 cases of scrotal metastasis reported [2] , they most commonly (13 of 29) originated from the urogenital tract (encompassing origins in the prostate, bladder, kidney, and urethra). This is consistent with reports that cutaneous manifestations most frequently are reported at locations in the vicinity of the primary tumor. [1] The gastrointestinal tract (encompassing origins in the colon/rectum and stomach) was also shown to be the second most common organ system responsible (11 of 29), and to our knowledge, none of those cases reported have been described as pancreatic in origin.
While symptoms suggestive of his diagnosis were apparent at the time of his admission, including unexplained weight loss and fatigue, his scrotal lesions were his initial presenting complaint, leading to the discovery of his malignancy. Interestingly, in 20% of the patients described with scrotal metastases (6 of 29), the scrotal cutaneous lesions were the initial sign of internal malignancy or were identified within one month of diagnosis. [2] Also, in reviewing 22 cases of cutaneous metastatic pancreatic cancer, in 11 of the cases, the metastatic lesions to the skin were the first symptoms of pancreatic cancer. [1] The incidence of cutaneous metastatic manifestations of pancreatic cancer has been estimated at 2.0%, and the most frequent site of metastasis was the umbilicus, known as Sister Mary Joseph's nodule. [1] Again, these reports substantiate that metastases are often near the site of the primary tumor. It is not uncommon, however, for distal metastases; 39% of patients noted to have cutaneous metastases in Lookingbill et al.'s Figure 1 . Cutaneous manifestation of pancreatic adenocarcinoma metastases to the scrotum. Note generalized induration and edema in scrotal region with areas of exudate and superficial ulceration. While warm and tender to palpation, no crepitus or fluctuation was appreciated. Two areas of superficial ulceration are seen in mid-shaft of the penis, stable from initial presentation four months prior Figure 2 . 100x H&E stain showing metastatic adenocarcinoma to the skin study [3] were found at distal sites. Interestingly, local metastases have also been described at scars of past surgical incision sites. [4] While the patient did have surgical scars associated with his prior laparoscopic prostatectomy and bilateral herniorrhaphies, no cutaneous manifestations were found along these healed scars. One can speculate that adhesions associated with these previous incisions may have somewhat assisted in tumor travel to the scrotum.
Although incompletely understood, the biologic basis of tumor metastasis generally involves invasion of a blood or lymphatic vessel, detachment from primary site, circulation in the blood, and reattachment at a distant site with proliferation.
[1] While non-umbilical cutaneous metastases are rare in pancreatic cancer, distant spread as demonstrated by our patient and others, exhibit that pancreatic carcinoma can reach other cutaneous tissues via blood or the lymphatic system. Cutaneous nodules were found to be the most frequent manifestation (19 of 29 men) of scrotal metastases. [2] Our patient presented with generalized induration, highlighting the morphological variability of metastatic cutaneous lesions. Our patient's generalize induration and edema mimics that of an inflammatory reaction. Inflammatory skin metastases, sometimes mimicking cellulitis, are most frequently caused by breast cancer. [3] Furthermore, histologic pathology of punch biopsies of the scrotum in our patient revealed metastatic adenocarcinoma consistent with the primary source. As per prior studies [2, 3] , histological findings most frequently revealed adenocarcinoma at site of cutaneous metastasis. This may be suggestive that adenocarcinomatous lesions have a more favorable predilection in travel to skin.
Skin metastases represent a grave prognostic sign [1] , and most patients survive less than a year after appearance of skin lesions. Most recent data generally indicates survival is typically four months or less after appearance of cutaneous metastases to the scrotum. [5] Of the 42 patients with cutaneous metastases from pancreatic cancer that Horino et al. [1] analyzed, the only prognostic factor was receiving chemotherapy or chemoradiotherapy. To our knowledge, the patient described is still alive at time that this report.
